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327503 A; JP 2783825 B2 Previous Publ JP 01226827 A 
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EP 327503 A UPAB: 20050428 ' 



A pharmaceutical preparation is claimed consisting of insulin-like growth factor 
I (IGF I) for improving glomercular filtration and renal plasma flow. 
The pref . source of IGF I is recombinant human IGF I (rhIGF I) prepared eg according 
to EP-123228. 

r 

USE /ADVANTAGE - The KGF I causes a lowering of the plasma levels of toxic metabolites 
such as nitrogen containing cpds . e.g. creatinine, urea, uric acid and their 
metabolites and of ions. It can be used for the treatment of renal diseases, 
especially glomerulonephritis, interstitial nephtritis, pyelonephritis, 
glomeruloschlerosis, eg Kimmelstiel-Wilson in diabetic patients and kidney failure 
after kidney-transplantation. 



Citation 



ir £ t 9 

® fP tB m 2: 




®Int. CI. 4 

A 61 K 37/36 



ACV 
ACX 



8615— 4 C 



m w ^ 



@m m ^1-24104 

@l ¥1 (1989) 2 J! 3 B 
@1988^ 2^5 B^&W^ffiHK E P ) ©88810071 .6 

11 

;*-f:xB, 8134 TK'J^tfJW ta-ta^-f^ 11 



A 



^v;* $ — >f 

"7 — 

h 

jm.± w * jib 



X-f^H, 8044 f^-Ut, t>7^h7-t 81 

4002 tfjv, ^y^^^^ah^-t 

141 

tf-4^ 



<91 IB » 

vmK&i&xmmmmm 

T^^/tr^i>. &#f*^ia&tf wj&s*a£t&» 

SIKH. 

3. 50*8— 300»**M >^ y >-aj&Ae9? £ 
£tr r vt-^t* l Xl±2 



<r« n «j push no«>£e*3i-r hiz#><r> v xue 

* ^pf/PX^ — yk • *>>f y (KisBelstiel- 

mm&A. Xli$4£j»S (degenerative lesion) 

ZD. * L-C^0 *Ti&*-C***-o*:. WIS* 



205 



^ vxmcF— It: J: £ j£8!«oi3J — 5£tc|ft#£ ft. & . 

«3fi. rCF- (bo I us) & » CO ft 



?IB3¥ 1-226827 (2) 

ftvUCF-IUK^«r^+&«o^<of^sH^fr. m 

Saell d-«rfV^X(4 > C *5 H T JU & # f8 

^Sitfc, C fl^f<T<OflfRfc^ViT. IGF— I 

*«<H*>s am. **5R#rjS»tf pants* at 



* -r * « r r c f - 1 * * *r -r * m m « a a * « « 

lCF-I<o^S&J|*«A#tr^^^* c t *&mt 



f^Cti:J:9flS$hJ f * ft JUS I* »>M- 

3 ft K t v ^ <iodohippurate)<9 ^ U 79 

228«Cttr>TK£3ft*:lfl8*b h fCF- KrblCF- I) 



i 



— 206— 



CliB<9^)nBil:^t^. =» -* * * 

«XI±1i«4)BI*Xttiaf**>. ffil<li#8i 

$ft^is»«j*»^. &mMizm»+&z t#*c* 



»K1¥ 1-226827 (3) 

B iflL»t iff*: J: 9*^ * »«Sj»<0 EIK 
*»iflli*6tc. ICF- I£ «atXli 



Cft^<7>WCc^^r, 19tcchi9&fti^lR9 
ffllftt MCF- KrhlCB- S . 

5 0«tgXtt 300**<OICF~ i&g-o&lftr VTlVz 
^ft^ft 5 «£Xli 5 0«*<J02gft<OT >-7-^fc:. is 

gff^iatfci o%(./v)<oicf- i*»»*ft<eft 
*e»/ft&/#rj*#< i > 38/65/172. atf 

(2) 34/61/172. "C** 2 A<0^tt$r^fiOWm 



aEft£*T LT*A, fc*>i&S fc#«tT v***» 

ICF-l**r32.0ju«/ka fleat/B$*>ttst*Ta 

ALfc- ICF- I<OC<oa*Ji*«ftJlll«S«r^ t $ 
At»/k* «ca/^«±3f^"Tfc* w t ^JLSJ^ft. 



207 



{DtHta41(20.0/£g/kg ^ffi/^l*)^^^ 

*feAga 

/JxffitfW y Ujl 'J ySASlI CMRS I rnfuaor 
<f$&K -r * I* P :X -y 9 (Pisetronio) AC, 
Buredorf. T 4 JK 3 fcffifflL*!. IGF — I i O.IM 
»«fc»J»L*:. 2 5 ju* /B*£ *£A Lfc* fCF-l 

<0 * * */t ttiff ic Ail *: • 
9LRJL 

<t*±i:as » fit i ^ia»*caa^ l^, a 



«oj&»<or u h £ - 2 o trtrr a? 

JttJftt: h ICF— f f rhlCF— 1} 

*f&9I«>0!tCiSlr>T JHnfclCF- liiEP 123 228 

^toicftmttitktiT ts o . * L?f*as ansa 
^ igf- iz*tfi&*!CF- ui*--cic3Ea$*LT 

xmfSI23A^A-3-X#*f filec J: Oft 



ICF- lifcAfr^flir 6 I? 3 O #fC32.0/ig/k 8 

* L T illttlCF- l<^)f/ili 2 0 is/iitA 
ojt. l3.5*B1£fci % ^it28.1ft«*>IGB- IO&A 

A»U^/Vt4083ng/«f|caL . fit iKJKIGF — I 
<0*»U*C/H± 123og/.*T*->*. 4A^-« 
*jfcL, * Lt»(0«6H3 0»C20.0/£«/kg 

6 2 )t:^^T« 6 QH^O^ftAJWHC 

SLEfiJSL 



aL*:, 2 A<?>*ta#tf> t — * is t /Hi ft 

9«0«8/»«Jtt^920nff/ a itfT*o^. &A£#jfcL 

ai«fCF-icoifta>^^n, 

tt$ZH0>ISIittttJGF- I«0 K^«15 — 20«g/»* 
■CAO, ^LTICF-l^^|SaA^R!50-ao. B / 



— 208- 



? Is T tiim Xs^fr&T/? 1/7 > <7> 

8 \ %&VS 4%) CftTU f Lt^l/7f « 
y<0;U79 >-;*t±*ft-e*U57«*/#&.tf 144«f 

/ # ( * ti * tt n m <n i z 9 ^ a 1 3 o % iz ffl a -r * ) 
2 4 B^ra^ 9 co^ v r + ~ yarn asiiitAcofa— 

m*i/2R.v7.t« io«/«rfto^. 



»B8¥1-22G827 (6) 

(5) 

SAM, &A4>&tf i£A»t:fc — 5£ 

-P*l4.59±0.41» »olJtLM.70±O.61 H ■□£) tt 
£ . R ■*> ill Sl"<./!' 11**1? ft « 268/x «o* 
/*2&£A311ju mot/ifrt>\Zltx moi/i&Z/lBO 

5 8%)CftTL<:, 
2. b 

2A<Ol5lt («**(l)39t, 74k*;*f£ 
^(2)28t. 66kn) Sr ,1 <7) li *l K 43 h Stfll 

a«w^nisiM§«»(iia. Aft. 

(±j£«K#rtfc A IGF- Ifc^H- 7 9 WHS 
2 0/ig/kg Ttt^Lfc. *T&#fc* 

fflftJWB*2000kc.*/H *>*^£Cf 9 * «1*U1 



2 O%^gfifI(100gX24B#ra), 3 0%«7)JISjteA 
<o«tttt8e /BT-fco*:. *Fttl»fc:»JKtt 3 * 

icF-i^«<o*aKiaiaici>fc o , rat 

&&&& L- IGF — I £ OAmlommtZ&fR L . 
fit MRS — 3 — & AS (Di aetroni c AC, Burgdorf. 
X^A)fcJ;iJ26 /i£/B*<50i«Jft'CATifeA L * . 

7 2**ras*fe 7 4^raHorat:. — * 

7 28*130$** 7 9#ISB<OOTKffl£ L . 
Ai l?jtLfc, 

GFRfttf RPF<oa S 



»7>i y h-^oneuiRrtfcA* If -> fc. ^i* 

57 j* C I — h (i«dotli*U««te) 

C IH . 48P. . T XIV is * A . _ A* * *.V A * — , 
3£IH> ft lX63/x C itf> * ' 1 I - 3 - K t v7l/*-h 
{ todobi ppurale) (IB. 315P. ,7^^^-rA. /< 

^y^TAy^-, SB) * 2^B8t:*>^ Otft^L 
^(8.9> # 2 0*ia<O6raWtr*>fc:9«&W c A 

1 i^ol . MR232 - Xf-f^r-^*>^^-(r7^h 



MS«C24i mot ^Kfty ?-*>A ( g 7 * 

(LUhiofor>{ffiS)2 Vifor SA. .x * 

ffl g 

&&&&& C NM es ItaJi«m S.p.A. ,Sc lent if te 
Dept . .Ctvensgo BrUoiMS ^ y K 4 9 V ~ tljt 

Jftttfc:* ICF- r^rtHj(li«K/Ki93- I77ng 
il»i'^*f±tf**(l)&^<2>fc:*stiT**L-C l 



*§(S¥ 1-226827 (6) 

fCfc^T G F Rttl2i±l2«*/#/1.73«*jD*6159 
±12.#/#/ 1.73«*KtSJJnLfc<p<0.0005K ** 

16«£/#/l .73»Mp<0.005)-C A /c(S5B). 
RB$fc:. R P F te*tm#< I >«Cl3*>T 548±56«* 
X^/i.73.»^^592±65.^/#/173.'k:l9j!h! L 
<p<0.005K * LT**«#<2)£*ilr*T 518±64 
• .73.*a>*> 634±72»*/#/1.73« a £ia 

AD L^(p<0.025)(»6 a). Uf^^^^'jr? 
>-^^^>lf«:L^i3^. an*xt*^ h y a*)S 

<-A5M Vict Z->it. 

«cffiaftA^-^ ( *t£«< 1 Hi 7 4 kg. Mm 



AfiOf(b), &A+<ii:A#7 2^rattvvfc«r) 





> **5*#(2) 
b if • b 4 « 


CCFR-Cti ; 
CC L ,-Y,» ; 

C(CFfl-C«.iXP„. ; 

((Cli-Cn»>xPm, : 


87 112 87 93 114 95 
29 41 18 20 38 20 
12 18 12 13 18 11 

4 6 3 3 8 3 



2A<Ofl*3!2:*t£l#fc:#m& IGF- I ft 
Ti£A*>M<bK aA* (tt Art* 7 2 E!«V**: 

**> (d>. »txaA»(a )*c*it* * y r 5 > a 





*«fc#(l) *Nfc#<2> 
b d a b d 1 


aaff? y r ? >-x ; 
eeWc? y r ^ ^x : 


111 140 126 114 144 120 
2.78 2.67 3.31 2.97 2.32 2.32 
2.60 3.57 2.84 2.98 4.16 2.71 



CFR Cos. : ^ff^»J7^^ 

C Ci : Li-^yr^^A Uo&a : ftffiHE 

p^ : N**>dtifcau* c^iMc: a**^yr^>-A 



210 



« • 



(7) 

2 A«0 *$ It* IGF- Ibarra* 

Ti£A*>i&< b >. i*A* (itA**? 2i$ia8v>ft 
( d ). At/fit A«( a )T«ldl79^^ J< - 9 















b 


d 


a 


b 


d 


a 


(a ao£/0 


139 


140 


138 


138 


139 


136 


Cn aotf/f) 


4.1 


4.2 


4.3 


4.8 


4.9 


4.8 


y ^ si 

(a mot/i) 


1.21 


1.06 


1 .28 


0,.88 


0.73 


0.95 


eg * 

(a aotf/O 


5,2 


2.8 


5.2 


4.2 


2.9 


4.2 




102 


86 


100 


96 


84 


90 



2 3f*)ffi<3 OcajRtf 3 2eatf>J3a?>**£tf>^S 

IGF- ISA*)**)*: 1 ffi 

#fl:-rs 22ia»fc:i3it*2S»<ott o it- »ic 

flWU, ***** Sifafc&rc L . f IT9?« 

SKi . m b X -If SK^W^T^ t 2 A<oABJ 
fc: J: 9 2 jSISIfc: 1 0X-|ai*3E L*:- at-fr*>j*$ 
* 7 * JVA-b'CM Lfc. HjtS:2i9BCllsiI 

tt) t9 i a»-22ia«ir, -r*i>*>-£fH30 

BRK ICF-I&&T&AL** MRS 3- Inf nsors 
(iff®) (Disetranic AC , Burgdorf. aU) 

fcltJMfc^itSftfc;*--* y h (gar.et) C Abbocatfa 



-T (Hf«K 24CXl9aa. Abbot Ireland*!: J 
^/f KfcO.lMffififcSUlL, -e LT24-28/4tf 

/a/H^astaA l** igf- luota*** 6 

SCUM 1 Bttzl&TLt:. aA*^jEUV^«ffi t 

i 2^rarfct:f x 7^ l*. 4 fii<oHBa s - - 
*ifc?>;flr-* * Mii*A»£^£**»o*:. a» 

a % 

igf- Ii:ov\t<o5y^u;r7*^i, 

SEP-PAK C, .if — h y ^ (Haters Associates. 

HA) C J: ^^^aSK^Rfi^^ 
ffcKfiro*:. >f if ICF- I*; XXKJfci"* t MCF-1 



I6F-I1""tJt<l±. IGF- ItfcAllfllfciSHT * *tJH 

? UT 4> jft » P 'tip tt + »«9»t:Jfc 
*>T, ^IGF-IfcAWHKi?*: 0 W3Bfcfl6* *: 

1. Color HP. Zapf J. Froeseh ER . . ftt £: 3r j£ 
Afc:fcl*6ffl8lfc h >f > > jl U V«lft«a-T I «D 
*SJ»ratt»*»JU N Eog! J Hod 1987 ; 317 ; 137- 
40. 

2. Goler BP. Zonobi p. Zapf J. 9. 9 *r h , 

^^r^&txt KfeisitaicF- 1 n# n K*a 

iAtMEF-KOgAIStt, endocrinology 1986 ; 
118; Suppl : 129. abstract* 

3. Seheiailler E, Guler BP, Herryaea t her 

J. SeandelU C. Maerki H , Zapf J . Froesch ER , . 

ant h -r y i x h 4 y> 



-211 — 



a y ^ftStt»g*5 -y r*tf>«£<0@aU Nature 
1986 ; 323 : 169-71. 

4. vii Bun I -Offers S t Deda I, Van den 
Brmdle JL . . j£ y *7 .Xj/^C (SH-C/IGF 
-I) <C<££Saell dwarf V X <n ft S A 

*BJu\ Pediatr Res 1986;20 : 825- 7, 

5. Guler HP. Zapf J. Froeseh ER..ia«t h 
A >«fiK«HT I (rhICF- I)tf)#T£A 

h crtfc&comm. Proceedings of the 1st European 
Congress of Endocr ino I ogy , Copenhagen 1987; 
103, abstract 12390. 

8. Zapf J. Natter H. Froeseh BR . , iE tttt £ 

II A y ftm J Clia Invest 1981 : 68: 

1321-30. 

7. Zapf J, Hauri C. Hatdvogel K . Froeseb 
ER, JEft? v V &ZfTmt*WMi7 -y h iz & It & & 



?ira¥ 1-226827 (S) 

^ttttlH^jBAtf *$*/tfi\ J. Clin Invest 1986; 
77 : 1768-75. 

8. NOCENSEN CE ; ft ftfl JSL mm^HM IE « 

J CI in Lab Invest 28 : 91- 100.1971. 

9. HARRE N. LE0LANC U. SUAREZ L. COYENME 
TT. MENARD J, PASSA P: 

tftfUlfe. Br Nsd J 294 : 1448 1452, 1987. 

10. TJI0HSEN K : Lithiun clearance: thy») 

Nephron 37: 217-223. 1984. 

11. JENSEN T, RICflTER EA . FELDT-RASMUSSEN 
8/KELLBAEK fl, DECKERT T: £ a » 0) W itt <?> W 

Ztltzff ftttfir^fig* . Br Ned J 296: 1352-1410 
1988. 

4. mffiwm m&mw 

i8/ftr<oaa"C£7>iaifiicF-i^a«*T^A^» 



— B a & *t * a » ^n, 3 - * ^ tr m g j Cf _ j ^ 

i*A*i*1?6B*3 0*>fcfl|#L, 

*»8n*fc|*TL*. wCO^jSi-ccoiUMiCF-I 
^A»U^yl^«20n8/.i^gS«?®/ ) >4 > 123n*/n* 

*ICF- W</P^^-r* 



1 1* j — 3— fs-fl-^^^^ (iodot ha Innate) 9 *} T 

? >X£±1*tei*tit:&mKFa XX( G PR) 
35601*. 2 Aottm*tt&#(C*>Mt£IGF--I 



212 — 



mmfllZI . 



nq7mj ° 



r 700 



5 
4 
3 
2 



1 A 1 




* 1 » * * ■ * 



Ofi 10 



14 



18 
<■*> 



i—M V .In 1 I 

22 02 06 



« 1 



(9) 



?$B3¥ 1-226827 (9) 



ng/mi 
1000 

900 
600 
700 
600 
500 
400 
300 
200 
100 
0 



»*» ( 1 ) 



1GF1 




C 



-I L. 



I I I I I 



-3-2-11234 5 6 7 89 
(Q) 



ng/mf 
1000 

900 

800 

700 

600 

500 

400 

300 

200 

100 - 

O - 



(2) 



- IGF] 




r 



J 1 1 u 



J I I I I 



-5-4 -3 -2 -1 1 2 3 4 5 6 7 8 9 10 II 



m 2 



600 - 
500 - 
400 
300 
200 
100 



tt*4? ( 1 } 



[ 



it A 



3 



i ■ * « * 




120 

100 
i 80 
60 
A 40 
20 



* * — i i. 



-3 -2-1 0 1 2 3 4 5 6 7 8 

(8) 



pmof/i ■ 



(2) 



pmol/l - 



600 
500 
400 
300 
200 
100 





C 



a a 



3 



■ ■ 



■ 



* 1 « i 



120 
100 
80 
60 
40 
20 



•5 -4 -3 -2 -1 0 1 2 3 4 5 6 7 8 9 10 

(B) 



pmolXI 



1600 u 

1500 
1400 
1300 
1200 
1100 



600 
500 

400 
30O 
200 
100 
0 1 - 



C2) 



68 9<o 



22.002300 2400 OUDQ 0000 0300 0400 0500 0600 



£t 4 



# 3 



— 213 — 



GFR.m!/#/ 1.73mz 



150 



100 



50- 



I 



I 




W*# (2) 



(10) 



» B8 ¥1-226827 (10) 



700 



600 



500 



400 - 




I 




ttfeff ( 1 ) 




I 




(2) 



1 * P^O.0005 
*P< 0.005 



* 000 5 
+ P<0 025 



$t 5 



& 6 




i 



■j — — i ■ 



80 TOO 120 140 160 180 200 220 



35 7 



214 



♦ I * 



?f BR ¥1-226827 (11) 

lS©^ (11) 

9f % ^)\,ff~s VT~f7 X-mm, 8048 t, =^^nJW5*> v/aLh^ — 

•te 36 



215 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 
j5J LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



